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1. This written opinion is the 



first 



(first, etc.) drawn by this International Preliminary Examining Authority. 



2. This opinion contains indications relating to the following items: 
1 I x| Basis of the opinion 
I I Priority 

|~| Non-establishment of opinion with regard to novelty, inventive step or industrial applicability 
rV [~[ Lack of unity of invention 
V 



II 
III 



S Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



VI 



I [ Certain documents cited 
VII Certain defects in the international application 

VIII [j^ Certain observations on the international application 



3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. Th > applioont may ; bofor a th e oxpiration of tha t timo limit i r g quoot thio 
Authority to grant on e xtonoion .) ooo Rul e 66.a(d) i 

By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 
For the form and the language of the amendments, see Rules 66.8 and 66.9. 

For an additional opportunity to submit amendments, see Rule 66.4. 
For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 
For an informal communication with the examiner, see Rule 66.6. 
If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

4. The fmal date by which the international preliminary iiivin of\n\ 

examination report must be established according to Rule 69.2 is: lo JUNE 2001 



How? 
Also 
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WRITTEN OPINION 



Imcrnational application No. 
PCT/USOO/03878 



L Basis of the opinion 



1. With rtgaid to the ff f«n^t< of the international application:* 
the international application as originally filed 
the description: 

pages Li? 

pages NONE 

pages 



_ , as originally filed 
filed with the demand 



NONE 



, filed with the letter of 



fx] claims: 

pages 

pages 

pages 

pages 



19 



NONE 



NONE 



, as originally filed 

as amended (together with any statement) under Article 19 

, filed with the demand 



NONE 



, filed with the letter of 



[x\ drawings: 



pages 
pages 
pages 



NONE 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of , 



fx] the sequence listing part of the description: 
^ pages NONE 

pages NONE . 

pages NONE 



, as originally filed 

. filed with the demand 



, filed with the letter of . 



2 With legaid to the lan^iage, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated imder this item. 

These elements were available or furnished to this Authonty in the following language wmcn is. 

Q the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

rn the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucIeoHde and/or amino acid sequence disclosed in the international application, the uritten opinion was 
drawn on the basis of the sequence listing: 

contained in the international application in printed form. 
I I filed together with the international application in computer readable form. 
[~| furnished subsequently to this Authority in written form. 
I I furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequenUy furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furmshed. 

□ The staternent that the information recorded in computer readable form is identical to the writen sequence listing has 
been furmshed 

4 0 amendments have resulted in the cancellation of: 

Q the description, pages NONE ^ 

0 the claims, Nos. NONE 

fx] the drawings, sheets/fig NONE 



\ -^^ I ****f v> ...Qw, "C — - 

5 . n opinion has been di^wn as if (some oO the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

* Replacemenl sheets yvhich have been Jumished to the receixing Office in response to an imitation under Article 14 are referred to 
in this opinion as "originally filed". 
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WRITTEN OPINION 



International application No. 
PCT/USOO/03878 



V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or Industrial applicability; 
citations and explanations supporting such statement 



I. statement 



Novelty (N) Claims M YES 

Claims LJ NO 

Inventive Step (LS) Claims J:4 YES 

Claims 1. S NO 

Industrial Applicability (lA) Claims _ YES 

Claims NONE NO 



2. citations and explanations 

Claims 1» 5 lack novelty under PCT Article 33(2) as being anticipated by Neal et al. 

Claims 1 and 5 arc drawn to a method comprising contacting cells with a redox clamping agent which maintains the cells in a 
selected redox state. The specification discloses that meso-2,3- dimercaplosuccinic acid is a redox clamping agent (p.6). 
Ncal et al teach administration of 2,3-dimcrcaptosuccinic acid to a rat previously exposed to lead, and investigate the effects 
of 2.3-dimercaptosuccinic acid on the redox status of the lenses of the rat. Neal et al teach that 2,3-dimercaplosuccinic acid 
decreases protein bound glutathione and enhances the reductive status of lenses. 

Claims 1, 5 lack an inventive step under PCT Article 33(3) as being obvious over Neal et al for the same reasons set forth. 

Claims 2-4 meet the criteria set out in PCT Article 33(2)-(4), because the prior art does not teach or fairly suggest a method 
of sensitizing selected cells to a chemotherapcutic agent, or a method of treating cancer comprising contacting cells, or 
administering a redox clamping agent alone, or in combination with a chemotherapcutic agent. 

NEW CITATIONS 

NONE 
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1. This internatioiial preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Ai-ticle 36. 

a This REPORT consistB of a total of ^ sheets. 

I I This report is also aooompanied by ANNEXEIS, ia, sheets of Uie descaiption, ckdms and>br drawings which have 
been amended and are the basis for Uiis report and/br sheets containing rectifications made before Uiis Authority, 
(see Rule 70.16 and Section 607 o^^ie Administi-ative Insti-uctions under tlie PCT). 

These aitnexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



I 




n 


□ 


in 


□ 


IV 


□ 


V 




VI 


□ 


vn 


□ 


vm 


□ 



citations and explanations supporting such statement 



Date of submission of the demand 
08 SEPTEMBER 2000 


Date of completion of this report 
06 SEPTEMBER 2001 
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Commissioner of Patents and Trademarks 
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International application No. 
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I. Basis of the report 



1. With regard to the elements of the international application:* 
I X I the international application as originally filed 

Sthe description: 
1-18 



pages 
pages 
pages 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



filed with the letter of 



I x| ^he claims: 

pages 

pages 

pages 

pages 



19 



NONE 



NONE 



. as originally filed 

. , as amended (together with any statement) under Article 19 
, filed with the demand 



NONE 



filed with the letter of 



I x| ^he drawings: 



pages 
pages 
pages , 



NONE 



NONE 



. as originally filed 

, filed with the demand 



NONE 



[x] the sequence listing part of the description: 

pages NONE 

pages NONE 

pages NONE 



filed with the letter of 



, as originally filed 

filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in wiiich 
the international apphcation was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation fumished.for the purposes of international search (under Rule 23.1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the intemational application in printed form. 

I I filed together with the intemational application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I [ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
' — ' been furnished. 

4 I x| The amendrhents have resulted in the cancellation of: 

HE] the description, pages NONE 

[El the claims. Nos. NONE 

Qx] the drawings, sheets/fig NONE 



5. I I This report has been drawn as if (some oO the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in tlie Supplemental Box (Rule 70.2(c)).** 

* Replacefnent sheets which have been fiirnished to the receiving Office in response to an inviiaxion under Article 14 cure referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17), 

**AnY replacement sheet containing such amendments must he referred to under item 1 and annexed to this report. 
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Claims NO 

Inventive Step (IS) Claims a-*- YES 

Claims U 5 NO 
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Industrial Applicability (TA) Claims _±± YES 

Claims NONE NO 



2. citations and explanations (Rule 70.7) 

Claims 1, 5 lack novelty under PCT Article 33(2) as being anticipated by Neal et al. 

Claims 1 and 5 are drawn to a method comprising contacting cells with a redox clamping agent which maintains the cells in 
a selected redox state. The specification discloses that meso-2,3- dimercaptosuccinic acid is a redox clamping agent (p.6). 
Neal et al teach administration of S,3-dimercaptosiiccinic acid to a rat previously exposed to lead, and investigate the effects 
of 2,S-dimercaptosuccinic acid on the redox status of the lenses of the rat. Neal et al teach that S,d-dimercaptosuccinic acid 
decreases protein bound glutathione and enhances the reductive status of lenses. 

Claims 1, 5 lack an inventive step under PCT Article 33(3) as being obvious over Neal et al for the same reasons set forth. 

Claims S-4 meet the criteria set out in PCT Article 33(2)-(4), because the prior art does not teach or fairly suggest a 
method of sensitizing selected cells to a chemotherapeutic agent, or a method of treating cancer comprising contacting cells, 
or administering a redox clamping agent alone, or in combination with a chemotherapeutic agent. 
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Relevant to claim No. 
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acid on lead induced oxidative stress in rat lenses. Toxicology. 1998, 
Vol. 130, pages 167-174. See entire document. 
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114. See entire document. 
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document defming the general ttate of the art which is not considered 
to be of parucular relevance 

earlier document published on or after the international Tding date 
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cited to establish the publication date of another citation or other 
special reason specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the intcmauonal filing date but Uter than 
the phonty date claimed 



*T* later document published after the intemationai filing date or priori^ 

date and not in conflict with the application but cited to understand 
the principle or theory tmderlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be corutdered to involve an inventive step 
when the document is taken aloRe 

■Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

'&* document member of the same patent family 
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